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7KII^'I±^^^^*^'I4^^^ Provision of the manufacturing method of a 
1tMfflB.l& ! lfo<0&%£Jjfe<Dfe drug composition excellent in the effectiveness 
i% 0 of a poor-water-solubility medicine. 

[PROBLEM TO BE SOLVED] 

jf^^^^^^ticLT^^TK It dissolves a poor-water-solubility medicine in 
&tf7K^I4%tS^J#*b&5*! the mixed solvent which is made of water and 
^MM^WB'^eM^^MM^ the water-soluble organic solvent into which a 
it, BB%l&£RXf/XlZ%L$i layered silicate is dispersed, 
i" 5 - t %W$. birZ H&lijSjsfc It removes and/or dries the solvent. 
^(DW&fifeo The manufacturing method of the drug 

composition characterized by the 
above-mentioned. 

mmm^mm] [claims] 
[tmm 1 1 [claim 1] 

jf^S^^SfcL-C&^k A manufacturing method of the drug 
RX$7k&^WtMfflfrbteZ>U composition, which dissolves a 
&m%lZ7kMMfe.M ! %) ; &feM& poor-water-solubility medicine in the mixed 

solvent which is made of the water and the 
-f t &W$tt-t-&MMBJ& water-soluble organic into which a layered 
tiOil^So silicate is dispersed, and removes and/or dries 

the solvent. 

[CLAIM 2] 

The pharmaceutical composition containing the 
drug composition obtained by the method of 
Claim 1. 

[S*#313] [CLAIM 3] 

ft* 3 ! 1 IE<itf>#Efct£<fc y> # The cosmetics composition containing the drug 
htitiMM^S.^^^-t^it composition obtained by the method of Claim 1. 

[»#314] [CLAIM 4] 



[tmm 2 ] 
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ifj&il 1 fEfctf>;fr?&^cfc 9# The external preparation composition 
h^tz^W^M'k^^'t'h^- containing the drug composition obtained by the 
ffi£iJ,!IJ5£$!)o method of Claim 1 . 

\WR<nnWmm\ [DETAILED DESCRIPTION OF THE 

INVENTION] 



[0 0 0 1 ] 



[0001] 



[TECHNICAL FIELD OF THE INVENTION] 

This invention relates to the manufacturing 
method of the drug composition containing a 
layered silicate and a poor-water-solubility 
medicine which can be suitably mixed as a 
pharmaceutical and a cosmetics composition. 



it aj&&!ftJ|xi£Rtf£ftA x <o 
1 - 9 3 5 4 1 

so tmmztix^&o l^l 



[PRIOR ART] 

When it applies to a biological body as an 
external preparation for skin or an oral 
medicine, since the solubility to a digestive 
liquor etc. is low, a poor-water-solubility 
medicine has percutaneous absorbability and 
bad in vivo absorption, and since it is inferior to 
an immediate effect and a persistence, it has 
the problem that the effectiveness as a 
medicine is low. 

Then, in order to raise the effectiveness of a 
poor-water-solubility medicine, it dissolves the 
technique which it dissolves, for example in 
oil-based component, such as an isopropyl 
myristirate, and a poor-water-solubility medicine 
in an organic solvent, by distributing a water 
swellable clay mineral, it raises the solubility to 
the water of the medicine by which the inclusion 
was carried out, and the technique 
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Sci.,146,2,556(1991)K tKH^ 
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(Unexamined-Japanese-Patent No. 1-93541) of 
improving effectiveness is proposed. 
However, since the skin irritation derived from 
the oil-based component is induced in these 
cases, the blending quantity of the oil-based 
component is restricted, the blending quantity of 
a medicine is limited as a result. 
Since solubility would fall if the stability of a 
poor-water-solubility medicine is bad and time 
passes (J. Colloid Interface Sci., 146, 2,556 
(1991)), it was difficult to formulate maintaining 
the high solubility of a poor-water-solubility 
medicine long-term. 

Particularly blending of the poor-water-solubility 
medicine to the external preparation tablets (a 
patch, a lotion, the gel, cream, the salve, 
eyedrops, a nasal drop, a toothbrushing agent, 
a mouthwash, etc.) of a hydration type was very 
difficult. 

Then, a technique of having improved 
absorption of the poor-water-solubility medicine 
in the living body in the skin, and improving 
effectiveness more was desired. 



b-tZWl [PROBLEM TO BE SOLVED BY THE 

M] INVENTION] 

/fc^^teilE^fff ictft^-ft &ft It took this invention into consideration with the 

fz.h<DX\ ftM%$&MQfo<D^$h above-mentioned situation, it was made, and 

\k\z&ti1tMfflB-f$.ys<oMiSi£Jj aims at providing the manufacturing method of 

fe£r$l1&"t"<5 c: t @ fit) 1 1~ a drug composition excellent in the 

<5 0 effectiveness of a poor-water-solubility 

medicine. 



[0 0 0 2] 



[0002] 



mm^%m-r^tz.^(D^m [MEANS TO SOLVE THE PROBLEM] 
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The present inventors did earnest examination 
in order to attain the above-mentioned 
objective. 

As a result, by creating a composite body of a 
layered silicate such as a montmorillonite and a 
poor-water-solubility medicine in an aqueous 
solution, and by making the 
poor-water-solubility medicine amorphous, it 
maintains solubility of the poor-water-solubility 
medicine amorphous body higher than the 
solubility of a medicine crystalline substance for 
a practically sufficient period. 
It discovers that the effectiveness as a main 
ingredient of a drug composition improves 
markedly, it came to make this invention. 
That is, this invention lets the mixed solvent 
which is made up of water and a water-soluble 
organic solvent disperse a layered silicate. 
After adding and stirring a poor-water-solubility 
medicine, it solvent-removes and/or dries. 
It provides the manufacturing method of the 
drug composition characterized by the 
above-mentioned. 



v^j m£>xmti\z<i<^ uzk 



[EMBODIMENT OF THE INVENTION] 

In this specification, a poor-water-solubility 
medicine means a medicine which "is a little 
hard to melt", "is hard to melt", "is very hard to 
melt", "hardly melts" which are specified in the 
Japanese Pharmacopoeia. 
Specifically, they are steroid-hormones agents, 
such as the hydrocortisone, hydrocortisone 
acetate, prednisolone, methylprednisolone, 
prednisolone acetate, acetic-acid 
propionic-acid hydrocortisone, the valeric-acid 
prednisolone, dexamethasone, 
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=*rf" ^ £ y V s / & betamethasone, triamcinolone, acetic-acid 

MJ7A->y ny, iHftgl^ p<< clobetasone, clobetasol propionate, 

# s /y^ /nt^yl^D^^ fluocinonide, dexamethasone acetate, 

v /— A\ ~ F\ ?ftB£ betamethasone valerate, and triamcinolone 

T^-y-tfi^y, -gWWt^fi? 1 acetonide.; 

$Vy s V V T J*%/ J &>T± Aspirin, salicylic acid, acetaminophen, methyl 

h — H ^co^'rn 4 Ktfvi^ salicylate, salicylic-acid glycol, mefenamic acid, 

yM ; fc°y >\ f-y f^l, flufenamic acid, indometacin, diclofenac, 

Tir |>7^/7iy, -y- y ^-/W ketoprofen, ibuprofen, flurbiprofen, fenpurofen, 

SM^/K iJ*y ^vH^^U =» — bufexamac, piroxicam, oxyphenbutazone, 

/V, 7^7x7 mepirizole, ibuprofen piconol, "kuridanaku", 

4 y V ^ ^ yy, phenylbutazone, naproxen, glycyrrhizin, 

7ity^, ^h7n7iy, glycyrrhetic acid, azulene, camphor, thymol, 

/(77o7iy, 7/WVt"7°o l-menthol, tolfenamic acid, sasapyrine, 

y^y s 7xy7n7i^ "/ alclofenac, anti-inflammatory agents, such as 

7s^t-vy^ > fp^^A v diclofenac, suprofen, loxoprofen, acemetacin, 

t^rv'7iy7^7y > ^t°y metiazinic acid, a protizinic acid, sulindac, 

/—/K /f77n7xyt t 37 pranoprofen, fentiazac, diflunisal, tiaprofenic 

fyy-tf, y acid, oxaprozin, felbinac, and bufexamac; 

^)/>\ -fy°v 3c±y s jfVf' Local anaesthetics, such as hydrochloric-acid 

jvyj-v^ JfV s f-J\^V / ^-yW.s "jipukain", ethyl aminobenzoic acid, procaine 

7XVy, ljyy)V s ^^-—/K hydrochloride, lidocaine, tetracaine 

I— / y b—/K hA-y^^-i* hydrochloride, lidocaine hydrochloride, T-caine, 

it f-ift°yv N 7/v7n7x benzyl alcohol, pramoxine hydrochloride, 

y7n7it7, ^.7 0 d hydrochloric-acid catacaine, butanicaine 

y^i/ s n^y7n7iy, T hydrochloride, piperocaine hydrochloride, and 

ir^^v-y, ^f7-7y^ chlorobutanol; 

pfv'yi, xyy^7, y°y Sedative hypnotic agents, such as barbital, 

y -fuy^y^y ^y^TIf^ , amobarbital, amobarbital sodium, 

-J>y jVzz-^rjV, f77o7xy phenobarbital, phenobarbital sodium, 

$L t^f7p7y, 7x/Ut:' secobarbital sodium, pentobarbital calcium, a 

-j-?, y*y x.*r fc¥<D?& hexobarbital, triclofos, bromovalerylurea, 

ifcMMM ; ^Mi^y°tJy y, T glutethimide, methaqualone, perlapine, 

5: / I^SliFli^^vK i&My'v nitrazepam, estazolam, flurazepam 

fi^y^ y K^/'f y, MrF hydrochloride, flunitrazepam, and estazolam; 

ytsyy s ^^y Yftyy, *r Anticancer drugs, such as cyclophosphamide, 
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— j]4 >', / <>'v ? ^7^= Iw --'K busulfan, p-aminosalicylic acid, 5-fluorouracil, 

WScfy^^^s. mercaptopurine, tegafur, methotrexate, 

<iV s %4>, Wfc azathioprine, vinblastine sulfate, doxorubicin 

t^czjfrxf >\ Vnu-f9J— hydrochloride, bleomycin hydrochloride, 

}V^(DMfftMW%\ ; mitomycin C, cyclosporin, and L-Aspara 

/K T^-^^t'^-zK T^;< kinase and cisplatin; 

;v \f? — jv-f h y <7 A % 7i y Antibiotics, such as chloramphenicol, 

A\ y^. cefmetazole, bacitracin, penicillin, cefalexin, 

— jv-t Y]} r>^ -fe n/^vtf^ tetracycline, streptomycin, nystatin, 

—A'-?" b U h/</Vt" erythromycin, and fradiomycin sulfate; 

$ — jVjjjVi/ y J* s V/W Blood-circulation promoters, such as tocopherol 

fc:*^— A\ 7' acetate, nicotinic-acid benzyl ester, tolazoline, 

u&vuy ^ff ^ verapamil, caffeine, cyclandelete, acetylcholine, 

K> ^^n^. ^7 fc°>V and tocopherol nicotinate; 

nh^if/^i^ x.?.? y*y A.^ Drug for coronary vasodilations, such as 

fry^'^J** 7>v=-Yy nifedipine, dipyridamole, prenyl amine 

ify<A, ^x#v*yJ*^<Dffll&, lactate, and efloxate; 

^Wfflrs? o 7 is- 77 7 ^ K\ Drug for epilepsy, such as phenytoin, the 

7'^7 7y, phenacemide, ethylphenacemide, ethotoin, 

f;Ui,5-7;Vtn>>7v'/'K primidone, fensuximide, nitrazepan, 

^ A#7° b7°y >\ f clonazepan, and carbamazepine; 

> h b^^rf^h, T-f^^rzf Antibiotics such as tolnaftate 

] Jy, $tiMt:>y*y 7s?-y, ig Drug for skeletal muscle relaxants, such as 

IRy/i't'v'y, ^l^"/^^" chlorzoxazone, fenoplopamate; 

Y/fi/y, W hv-f i/yc, Drug for anti-histamines, such as 

■>7n^^yy, L - Ty<y diphenhydramine and mequitazine; 

5-1-— if, V^7°7f-^^(7)fei Cardiotonics such as digoxin, digotoxin, 

M&M.&ffl\ ; ^P7^7i^3 ubidecarenone; 

—A, ir^y 9 V'—J^s b Antiarrhythmic agents, such as phenytoin and 

7i/y, ^-i/y ±7 7^ disopyramide; 

rF^t^^y, * Drug for diuretics, such as polythiazide, 

b vf i/y, -f-^ 7^9^- spironolactone, and chlorthalidone; 

> s i')7PWv'y v Drug for anti-hypertensives, such as 

7v?tv/fv/yW4llI; deserpidine, recerpine, mebutamate; 

Hib3 7iD-;K ^n^;/ Hormone, such as prostaglandin F2 (alpha) 

:/ ^> y /K b 7 V y danazol and mepitiostane; 



6/27/2006 



10/43 Copyright (C) 2006 The Thomson Corporation. 



JP2001-278810-A 



THOMSON 



^- ^ 7itt ^ N\ ^ 

y°V ^ K^7iyt^->5 H\ 
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x;7"n/V- h& 

7°*/, U±/U\f>, *7°?^ 



Although these etc. are shown, it is not limited 
to these. 



[0 0 0 3] 



[0003] 

Furthermore, the poor-water-solubility medicine 
for cosmetics, such as root-of-a-tooth caries 
preventives, such as singlet-oxygen elimination 
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i&ffl^ ii x2=f-iy^> M7id- agents, such as ultraviolet absorbers, such as 

fVt£^<D— W&WMT&lzMJLfe. skin-whitening agents used as an external 

^rnfflkitMs by^fy^y preparation for skin, such as an ellagic acid, 

t£}£(DM^0§W5±M^<oW$&. and benzophenone, carotene, and a 

£ a ffi(D7kW;M'&M !! fc)hffi\7F&fc tocopherol, or an antioxidant, and a piroctone 

<5 0 ^tib<DM ! $)fe]¥.$&~t:Xfe olamine, is also shown. 

2 UU±^M^.U^^t>^:Xi$. These medicines are by itself or it can use them 

ffl-f-5-i^Tt-5o ^l§^<7) in combination of 2 or more types as 

Wfo appropriate. 

I: ^/ ^ ^1^15/ In the case of this invention, the medicine which 

XfiTKIfcSs&tf/XfiTS S& has a carboxyl group, a hydroxy I group, an 

RU/XltT^ KS^^-f^^ amino group, and/or an amide group in 

4Sjj& s #fjfi"Cfc9, iiSx medicine intramolecular among the 

ffli&MMM, fcfc&M, faWM above-mentioned medicine is suitable. 

f$#M<DjkMfe%lkl$/ JL&fr The medicine particularly used as 

T {z.^Wll&ft t ZfriX^^&M dermatological disorders, such as 

MX.t£bJl'7x-i~J»Wt> * anti-inflammatory agent, an anti inflammatory 

7x.-)-J*Wt* 7 fr? J*Wiy agent, and keratolysis agent, and/or the 

-tf-yfvMSI, T^fyy, iMf component effective in a care usually, for 

t°y^ N 7/^p7xf^ example, tolfenamic acid, mefenamic acid, 

^P7xt^, ^7'n7iy, flufenamic acid, salicylic acid, aspirin, 

n^f-y^n y^l/, /f7 , 7°n7 sasapyrine, alclofenac, diclofenac, suprofen, 

31 >\ -f ^ir s y s y;v;v\f loxoprofen, ibuprofen, naproxen, flurbiprofen, 

7n7xy, >rh7 , n7jy, ketoprofen, fenpurofen, glycyrrhetic acid, 

7iy7 , n7iy, f/H/ indometacin, poor-water-solubility medicines, 

f-y^ 4 V 9 Tir such as acemetacin, metiazinic acid, protizinic 

^fTv^y^ 7"p acid, sulindac, pranoprofen, fentiazac, 

f-v^BI* *U y??, y°y / diflunisal, tiaprofenic acid, oxaprozin, piroxicam, 

7°o-7oi> N y x.yzf-T-f? , felbinac, and bufexamac are more suitable. 

>?;7/w~fvK f77°o7xy Particularly among these, indometacin, 

$t ^^-tf-^n v*>\ \?u$ri/ flurbiprofen, felbinac, diclofenac, bufexamac, 

7ai/Hf^~^ % 7"7i^ etc. are especially suitable, 

f-v- y W^zKItl&'tt^'W J: 9 Indometacin is used most suitably. 

l£>f > * *»\ 7/V;V\?7 
u^m^ 7X71/^7, 
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k k /^hPt 

k y-^i-j k ^-y*v 

$>\<y^ -?4t>m(D%&± 

k k -v-tfi/TJ k 

1^Pf<5Mp B p<h It, (HO ftH 

//VK ^U^I (80 
^~fc°7G&tJ^-t: 0 TF, 7 



[0004] 

At least 1 type of layered silicate is further used 
for this invention. 

By carrying out the inclusion of the 
poor-water-solubility medicine to the 
intercalation, a layered silicate can raise the 
solubility of a poor-water-solubility medicine, 
and can raise the blending quantity in a tablet. 
Specifically, the smectite type clay minerals, 
such as a bentonite, a montmorillonite, a 
beidellite, a nontronite, a saponite, a hectorite, a 
sauconite, and a stevensite, clay minerals, such 
as a talc, and a mica, the layered silicates, such 
as the di silicate, "airaaito", a makatite, 
"magajiaito", and a kenyaite, or these organic 
and/or an inorganic ion exchangers, and the 
surface-reforming body can be mentioned. 
These are used independently, or in 
combination of 2 or more types as appropriate. 
As that by which such a smectite type clay 
mineral is produced from nature, for example, 
as a product containing a montmorillonite, it is 
Bentonite W from Hojun Yoko, as the product 
which contains saponites, such as a yellow 
stone from Kunipia G and Kunipia F, the 
Western pound from an American colloid 
company, and a dresser minerals company, 
from "bengeru" and "kuriminee" Business, as 
the product which contains hectorites, such as 
the bi- cam T, Veegum HV, Veegum F, and 
Veegum K, from Vanderbilt company, from an 
American colloid company, it 
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f-tf-TM b^^ir^Maa hectare-bright-AW(s), and passes, and 

t LT, ^V^—bT/v K*b&*£> "makaraido" etc. is marketed from 

bf— ^7 AT, MAHV, tf "hekutaburaito" 200 and Benton EW, and the 

-^i^FS^b-^AKf, ^ national lead company. 

9 V s ? 4 b Z>Mon b L Moreover, various synthetic smectite type clay 

T\ y^ynn-f K$tJ&> b minerals are also sold. From Mizuwsawa 

^^^7'7^ hAW, 9 "7 Chemical Industries company, lonite H is 

yA h 2 0 0 RTf^y h V E marketed, from CO-OP CHEMICAL CO., LTD., 

W, -fyai-A^V — Ktb&»S>^ "ru-sentaito" SWN, SAN are marketed, from 

#p>f K ft if # s TfrlS £ tl T V ^ Laporte industry company, laponite etc. is 

5 0 ^J**^**^ marketed. 

•9, Tkif^lUt («c) *b&>b 

(#0 tb&^/l'— ty?^ h S 
WN, SAN, 

* h y H±tf> b 7 #^"-f h * if 

[0 0 0 5] [0005] 

±fE* ^ ^ h^i± Moreover, as the above-mentioned smectite 

lit Ltil, B£'I46±<£>T>^ type clay mineral, it can also use the 

# y fcffl^<5;:£j& s "C# alkali-treatment thing of an acid clay. 

<5 0 SP^s lH4fi±<bte, That is, an acid clay is usually a clay which pH 

1 %7k^£#ffc^<£> pH^5~ of 1% aqueous solution dispersion is less than 5 

6 UT, (VBM&ft 10ml/ to 6, which (1) degree of swelling is 10 ml/ 2g or 

2g^T, S i0 2 ^A 1 2 0 3 less, the content of Si0 2 , and A1 2 0 3 satisfies 

W^^i^^^tbtS i 0 2 / SiO 2 /A1 2 O 3 =6-10 by molar ratio. As such an 

A i 2 0 3 = 6 ~ 1 0 <D acid clay, acid clays from Nakajo, Kodo, 

-©ct^iittfiit t Kamiakadani, Itoigawa in Niigata Prefecture, 

Ttt, fffiMWt^Gk. 'J N Fx ±# acid clays from Suizusan, Kawasaki, Matsune, 

^ &fa)WM<Df&&&±> ihlfc Kamiakadani, Mikawa, Ome, Kamisunami in 

HcZk^jS, JHiBSx #M£> ±#£n Yamagata Prefecture, Fuller's earth from U.K. 

HJU, #ffiK _bRI>.iLi^tf>®M4d3 which shows a characteristic similar to these 

±^(D^ Ztib<Dt8t&&±k acid clays, Floride earth from US, and the 

MU<D&U%7Flr^MM<D Warkelerde etc. from Germany are mentioned. 
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Fuller's earth, 3^11© Floride As a cation of the convertibility which exists in 

earth, hM 71© Warkelerde an acid white under ground, there are a sodium 

^tf^fbtiZo St'l4&± c P^ ion, a potassium ion, a magnesium ion, an iron 

&&1r 3 3S^'l4<7)|§^f t L ion, calcium ion, an aluminum ion, etc. 

Tte-t" h U ^1*4 js"y, 7J U «7 By treating, it can mix these acid claies like the 

^-y, tf%. i/t? A4 above-mentioned smectite type clay mineral, 

i^ft^ 7J /\/ s s*7 ty, Among these, montmorillonite, a beidellite, a 

n^i^^T^-y^^fo^o nontronite, a saponite, a hectorite, a sauconite, 

rti^^>M'l46±fiT^^7 V fa and a stevensite are desirable, and a 

St" <£> - <t i 9 , ±12* ^ ^ montmorillonite, a saponite, a hectorite, and a 

* h ^£±1^ t IWlli^iS'n stevensite are more preferable. 

[0 0 0 6] [0006] 

j^^<T)i&W$&WfcWk Moreover, the water-soluble organic solvent of 

B^^^^f^^^ti-S this invention means the organic solvent 

WRB.(OV&8£r£ ^ 7K^M LT classified according to the method of examining 

r^&T^tt-^-f^j r^tt^t" the solubility specified to the Japanese 

V^J t£^IS£ti5^r$£^^£i' N Pharmacopoeia for "being very easy to melt" 

0„ ^ft#JK:{2, ^^7— /K and "being easy to melt" to water, 

m^y— /w x yp/V — /K T Specifically methanol, ethanol, a propanol, 

t fy, Tir h ~ h y /K acetone, the acetonitrile, a dimethyl sulfoxide, a 

f/^^7t^r ; yK, ^f])±V glycerol carbonate, tetrahydrofuran, a 

i^—sj?^*- h , rh7t Kp dimethylformamide, a dioxane, an acetic acid, a 

77y v ^fM/VA7; K> pyridine, the diethyl ether, etc. can be 

^drfy, g^@£, fUv^ mentioned. These are used independently, or in 

i/:n^vuoi— xA-^^r^lf r combination of 2 or more types as appropriate. 

i:^T*#> wiif>(i$itXfi Particularly ethanol is used suitably. 

2TO±^3i^l^t>it-Cffl As for the mix ratio (mass ratio) of a 
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: 7K=5 : 9 5 
-95:1 -C*><5©J&S#£L<, 
i^^KttlO : 90-7 
0:30, $bfc:flP£L<ttl 
0:90-4 5:5 5T?feS 0 

x^mnm^^^^Mm 



water-soluble organic solvent and water, it is 
desirable that it is water-soluble 
organic-solvent:water =5:95-95:1, more 
preferably, it is 10:90-70:30, furthermore, 
preferably it is 10:90-45:55. 
Since it will maintain for a long period while the 
solubility in the tablet of the medicine when 
considering it as the composite body of a 
layered silicate and the poor-water-solubility 
medicine amorphous body has been high if the 
ratio of water and a water-soluble organic 
solvent is within the limits of this, it is desirable. 



[0 0 0 7] 

xmm^m^-r^m^. n% 

<DXi*fa\ tzZfifexMB, 



[0007] 

The drug composition of this invention is 
manufactured as follows. 
First, in the aqueous solution containing 
water-soluble organic solvents, such as ethanol, 
it mixes and dissolves the above-mentioned 
medicine and a layered silicate. 
Although the concentration of drug and layered 
silicate concentration which it dissolves and 
distributes do not have limitation in particular in 
a water-soluble organic-solvent aqueous 
solution, it is desirable to consider it as 
concentration which a medicine dissolves 
uniformly enough. 

After that, it removes an aqueous solution, it 
concentrates or dries. 

Although the method of not limiting and 
removing the solvent at the temperature below 
the degradation temperature of a medicine 
particularly as an its method using an 
evaporator etc. for example, the vacuum-drying 
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*fSSfc ft 3 % -zW&IrM $k v > 
#I^i©3 0%£JlT, m 
L < 5 %^T t ft S * T*l&£ 

tcftij Pi $ n -5 h <d -c? « * 

fc'ofi^ (ICiJt) tf\ £ 

10:1-1 : 

ioo t-tZ>v>imt.L<. m 

\Z 3 : 1~1 : 1 0 0 t1~Z)t 



method, the lyophilization, etc. are mentioned, it 
is not limited to these. 

Since an organic solvent is first removed when 
concentrating and drying by the 
above-mentioned method, a 

poor-water-solubility medicine becomes 
supersaturated, the layered silicate / medicine 
composite-body medicine composition of this 
invention are obtained. 

What is sufficient is just to remove water and a 
water-soluble organic solvent until it becomes 
under the solubility of a poor-water-solubility 
medicine. 

However, preferably the medicine dissolution 
amount in the solvent is 30 % or less of a 
blending quantity, preferably it is 10 % or less, 
removing is desirable until it becomes 5 % or 
less more preferably. 

The medicine composition of this invention can 
be used as a liquid or a paste, furthermore, a 
fine particle by removing its solvent. 
Moreover, the mixture ratio in particular of a 
poor-water-solubility medicine and a layered 
silicate is not limited, and it can specify it 
suitably by the kind of medicine, the kind of 
layered silicate, the formulation of a tablet, the 
application method, etc. 

However, as the mixture ratio (mass ratio) of the 
above-mentioned medicine and a layered 
silicate, it is desirable to satisfy (the medicine: 
the layered silicate)=1 0:1-1:1 00, and it is 
particularly suitable if 3:1-1:100. 
In addition, the mixture ratio of the 
above-mentioned medicine and a layered 
silicate is based on a total amount, when mixing 
2 or more types of each component. 



6/27/2006 



17/43 Copyright (C) 2006 The Thomson Corporation. 



JP2001-278810-A 



THOIVISOIM 

* 



[0 0 0 8] [0008] 

yfcj%ty\<DMM%B.J& ! $)fe, E^p D p, It mixes the drug composition of this invention 

WMWAf^^}^ (MM) (-SB'S* with a pharmaceutical, a cosmetics composition 

U iMte®&<to<Dl&&L > Jtefli (tablet), etc., it can obtain the tablet excellent in 

t£¥fcfo^<DtyLW&.i£&fttzM absorption to the inside of the body, such as a 

#J£r#<5- t^X^^b a ^Moa, percutaneous of a poor-water-solubility 

i^cMnuMM^^Os ±1EI£$K ± medicine, and a mucous membrane. 

UM^^W^(D%l-^^\t^\z%\\ The blending quantity in particular of the 

h<OX*ltte < , above-mentioned medicine in a pharmaceutical 

±IEH^WBS^S:«, and a cosmetics tablet and the 

faf§M<oM%)J&.ft ' : %$))f& / ftt above-mentioned layered silicate is not limited, 

LXftM^tfttkXhV > iiS and the blending quantity of the 

&#JJKUft&£#fc*tLT 0 . 0 above-mentioned medicine is medicine 

1 ~ 1 Oftifc% C£i.T\ effective dose as external preparation, and the 

-5) t'feSO^Iff t<>' «fc 9 drug_component and active ingredient of an 

&£L<te0. I ~5%i:-f6 oral medicine. 

£ <5 Q ±fEl$ Usually, it is desirable that it is 0.01 to 10 

^Mfe^Oge^* (2®^±£@fi mass % (it considers it as % hereafter) to the 

^toto'tt^tri) fi. ii^f tablet whole composition, it is suitable more 

W9\1&f&to&i&Z.#LX 0 . 0 preferably if 0.1 to 5%. 

1~1 0%, &JL< 13 0. 0 Moreover, the blending quantity of the 

1 ~ 7 %, <t <9 £r£ b < fi 0 . above-mentioned layered silicate (a total 

0 1 ~ 5 % t ~t 5 t MMX h amount when mixing 2 or more types) is usually 

<5 0 0.01 to 10% against the whole tablet 

composition, preferably 0.01 to 7%, it is more 
preferably suitable if 0.01 to 5%. 

[0 0 0 9] [0009] 

^jfeVROMMfflLJ&^lt, ^(Dffl The formulation is not limited, and it can 

SJjWfcftyfiR&ftS h<DXl$?l prepare particularly the drug composition of this 

<, ty\z.&f&tt#L o->ay invention as the oral oral medicine base 

$k f)^ (itx.jv) ? V— prepared by formulation, such as various skin 

J»#L &M%L mucous-membrane external preparation bases 

WlBM, tfcuffltel? <DftWz.M prepared by formulation, such as a patch, the 

!4$;h,S#ajfcJtttWMBffl2s lotion, a gel (gel) agent, a cream agent, salve, 
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#k iS^ ftSW, WMft¥<oM eyedrops, a nasal drop, a toothbrushing agent, 

^{^I^M^ tiSMP F^^K^S and a mouthwash, a granule, a tablet, and a 

#k ^^S^Ji: LTffM'f'SC: liquid agent, and a suppository base, and it is 

t &X , ^(-Ifittl^'J £ LT suitable particularly as a sticking base. 

&MXhZ> 0 



[0010] 

-c#5o m^mmmmt lx 
• mmtm. turn 

&X%Z> 0 



[0010] 

In addition, the drug composition of this 
invention can mix suitably the component 
usually used for a drug composition as required 
in addition to the above-mentioned essential 
component, unless the effect of this invention is 
impaired. 

For example, when preparing as a sticking 
base, it can mix drug_components other than 
inorganic fine particles other than a high 
molecular compound, a hardener, a hardening 
conditioner, and the above-mentioned layered 
silicate, a fragrance, a plant extract, the 
warm-feeling providing component and a 
refreshing agent, and the above-mentioned 
medicine, a moisturizer, an emulsifier, an 
antiseptic, etc. as required. 



[0 0 1 1 ] 

*°y tr— /k 



[0011] 

Here, as a high molecular compound, they are 
gelatin and a polyacrylic acid, for example, a 
sodium polyacrylate, polyvinyl alcohol, polyvinyl 
pyrrolidone, a polyethylene oxide, a sodium 
carboxymethylcellulose, a hydroxy-propyl 
cellulose, a hydroxyethyl cellulose, 
methylcellulose, a sodium alginate, a xanthan 
gum, arabia gum, a tiger cant cam, karaya gum, 
a maleic anhydride copolymer, 
polyethyleneglycol, a butyl acrylate, the acrylic 
acid isobutyl, the acrylic acid hexyl, the acrylic 
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£^*°y m^l/^y'y a— /K 

;k xy y/H^y fvK ry 

y y/^-Y y**?-/K t?v 
/I'lf^/K ry y /vift^f yf 

v'/K y /Hfe? y y/K T 
y !)^f7!J/K y y y y 
/MB* ?vk y y y y /i^y°f- 
;K y yy y^^H y^/K 

^ y /1^2-^/W\:^> 

/v, y y y^y^vw 
y yy y/H^r yf^/K y y 
y y /wife? y y /k y y y y 
i^fry/K 

y y i/y ^uy^^y, 
f - v s y - -yy v 5 ^ y&M-u- 

^ % 7jfy irtv-tfy ^v*y-y 
ft ¥<D -y^-y =f ^ ^ W 



acid octyl, acrylic acid diethyl hexyl, the acrylic 
acid isooctyl, decyl acrylate, the acrylic acid iso 
decyl, the acrylic acid lauryl, the acrylic acid 
stearyl, methyl methacrylate, the methacrylic 
acid butyl, the methacrylic acid isobutyl, a 
methacrylic acid 2-ethylhexyl, the methacrylic 
acid isooctyl, the methacrylic acid iso decyl, 
lauryl methacrylate, stearyl methacrylate, a 
natural rubber, a synthetic isoprene rubber, 
silicone rubbers, such as a polyisobutylene, a 
polyvinyl ether, a polyurethane, a 
polybutadiene, a styrene-butadiene copolymer, 
a styrene-isoprene copolymer, and a 
polyorganosiloxane, etc. are mentioned. 
These are by itself or it can use them in 
combination of 2 or more types as appropriate. 



[0 0 121 

l^^t-r^vyA, yy 



[0012] 

As a hardener, aluminium compounds, such as 
a silicic-acid magnesium aluminate, 
hydroxylation alumina magnesium, magnesium 
alminometasilicate, a synthetic hydro talcite, a 
-aJ&t: Kn^/wiM K i/ dihydroxy aluminum amino acetate, a 
t Ko^r v'T/v ^y^T^ J potassium alum, an ammonium alum, aluminum 
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7i?x— K # V $J±fy£ 0\f hydroxide, a calcium hydroxide, the aluminum 

T^^^^i o\1Lh, potassium sulfate, synthetic aluminium silicate, 

7kWtitTA'X~$ aluminium chloride, metasilicic-acid aluminum, 

;V\/tJJ* s $£@|7A 5; ^ a calcium phosphate, and magnesium silicate, a 

y V te$L>r4 I&7A' 5: =■ $ magnesium compound, calcium compound, etc. 

WfcT ^^A, ^ 9 *r are mentioned, for example, it can use the one 

-fS^TA-^ =■ li >^^7/v or more of water solubility, such as a double salt 

v">A N ^-fiv^^^A^ containing these metals, or a 

if tf)7 A" ^ =■ t? J*Kc&*te> poor-water-solubility compound. 

^i/VMt&tfo* JjjVisfyMk As the hardening conditioner which adjusts the 

£>tl<> Ztitb<D& hardening by the above-mentioned hardener, 

JS^^tf^lS^WTK^ttlfeVSt citric acid, malic acid, tartaric acid, disodium 

ikWM'\&.\k > &tyQ<D l@Xfi2@ edetate, sodium pyrophosphate, etc. can be 

^±£ffl^6^i:^-e#<5o ± mentioned. 

W&\kMz.&Z>Wk%W&tZ> As inorganic fine particles other than the 

WkWfeMb lt(i x flJxJi^ above-mentioned layered silicate, zinc oxide, a 

^^H, y ^=0^ ffi^H, a: titanium oxide, a silicic acid anhydride, etc. can 

7* h@£— h y V y be mentioned. 

h y V «M?£r#lf As a fragrance, a fennel oil, a castor oil, a 

T#<5 0 ±fEif #^^*££W<7) mentha oil, a "hakkahaku" oil, an 

iiifr^ It, #iJxJi\ Bft-fb anisi-stellati-fructus oil, a cinnamon oil, a clove 

ffii'p\ tifcikf-py, MfcfrJWt oil, a thyme oil, and an oil of turpentine, a 

#£r#lf 5 ri^f§5o "henopoji" oil, a climax gin oil, an eucalyptus oil, 

t LTkJutflJx.filM^a ^/i> a lavender oil, a lemon oil, an orange oil, a 

fcTv-^ ^7*1, /^yljy^ "touka" oil, a "perukamotto" oil, a rose oil, a 

9 ifa , ¥4 $4^3 !7 ift * >T4 citronella oil, a lemon grass oil, a camphor oil, a 

ti, f-3i?^}ft» f^T^jft, geranium oil, etc. can be mentioned. 

—m. y^y®. *vy*sm. 



[0013] [0013] 
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U^S^B^t LXl$\ Mtl&T As a plant extract, they are aloe, the anise, an 

ol, T^-x, y 77 s angelica, and the benzoin, for example, an 

$,|f, y r/K jj \ y K immortelle, a camomile, a camomile, a garlic, a 

— A\ -ff—Vyf, 7J/v cardamom, a galbanum, caraway, a carrot 

y'^ey, lf;v;<i-J±, ^-^7') seed, guaiac wood, a grapefruit, "saiburesu", a 

^ -y p y h v"- K, <?T sandalwood, a cedar wood, a juniper, a 
-f^yy^ ^ yv— star-anise, the SAGE, a geranium, celery, a 

y s yV;* x "fytfiv^y time, a tarragon, a turpentine, an olibanum, a. 

h\ ^^-yK 5*3. violet, a pine, parsley, "pachi", a patouli, a 

;*y — T~x* -fe*- v\ if 7— looseness, a hyssop, fennel, black pepper, a 

y tnl), ^>f A, y 7 ^ linden flower, the myrrh, a Achillea milleforium, 

y, ^rut'y, ?L1k s^yirv lemon, lemon grass, a rosemary, a laurel, a 

y K y, V > Spiraea-japonica chrysanthemum, a Filipendula 

/N^-^y— , MVy-f^ multijuga, a centaurea cyanus, an almond, a 

7i^/K/7y^ / <5'^-, thistle, arnica, "itosuki", fennel, the scoparius, 

jtf^f S^xfo iSUSL -to "7, erica, the elecampane, the mustard, a 

u^e^ N i/^e^-^y^, p— X trichosantis radix, a kansui, a chicory 

vU- p — WK y^ytr^r (Cichorium intybus), a Calendula arvensis, a 

y, v^yyyy, -^yVi^^ chelidonium majus, watercress, lilac daphne 

y, T— ^e^K\ Tif^, T/w flower bud, Gentiana, "sariranpo", 

4 y^ :3 r^y^ "shikazenshi", a white birch, the fern, tribuli 

m=^y^\ m y fructus, a camphor, Phytolacca esculenta, 

#7v\ #n=i>\ tsyXy , gentiana macrophylla, a plum, a pear, 

^—#■7% ^^-fe^T^ yf- vaccunium myrtillus, a jujube, asparagi radix, 

/^-'7 > ^l/yy, tfyft, ¥ tene alisma rhizome, a dandelion, an 

yf7t, f-y9^#\ anemarrhenae rhizoma, a char pill, and a 

Vv', i/^TJ/^ iyy\ v^y y Polyporus umbellatus, benincasae semen, a 

->a *7 7 7, 7g "7 y y x noy para, daucus carota, a alchemilla vulgaris, 

v/y^fg;), t-fa 1 ) mint, a Fraxinus japonica, it can mention the 

iry, ir^ayt^^y^r, 9 extract from a Lamium purpureum, "himesuipa", 

-<yy< yyv-r, y^/tf*\ "pukujou", borago, a mugwort, Origanum 

^•^e N ^-t — kVK ^* a W n majorana, a melissa, an Akebia stem, a peach, 

fy^ty K7, h>)^7, 7 >f "yadoriki", a eucalyptus, a coix seed, lavender, 

/N7, /7^ /N^'p^e "renkyo", a horseradish, etc. 

y'f\ '^yt>s h^y= 1 > ty Among these, particularly the extract from a 

tK^y^, t^^'f/^ y° camomile, the SAGE, parsley, a rosemary, a 
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■¥ y > a 

ttWfc&#tf* So 
rti^w^-ct)^ #(C77^- 
/K 1r-v\ p— XV 

p-WK 7^1^, 7i 

#/M<;t-— it7jy7 7- 

-/K 77*V^ Kit, 3 y 
Stff^f*\ 

-y s y^.;—jvWL, 7)/WV 
^ h y tvwo^ y a ^> 

Tk°^-y ^ y x^-i/^, y 

Yjjy, #-vTXV>\ 77^ 
fc°^-tfp-/K ^7^ 

7x 7 >Kyy 7* h- 
/K 7< y h-/K ^ v y 



Spiraea-japonica chrysanthemum, a Filipendula 
multijuga, a Centaurea cyanus, the anise, a 
laurel, an angelica, fennel, mint (peppermint, 
lemon balm), lavender, a time, etc. is suitable. 
As detailed component of such an extract, it is a 
monoterpenes hydrocarbon, for example, they 
are a camphor (camphor) and a linalool to the 
cineole, the borneol, and others, "perupeno-ru", 
flavonoids, a choline, an amino acid, tannin, 
vegetable acid, the fatty acid, nitrilglycoside, 
salicylic acid derivatives, "sarupin", 
condensation tannin, a phenolic acid, a 
carnosine acid, a triterpenes acid, a thujone, 
"sarupen", a pinene, "apio-ru", an apio 
phosphorus, the myristicin, the cumarin, a 
chamazulene, farnesene, a "pisaporo-ru", 
geraniol, the eugenol, a terpene, "ferandorin", 
the anethole, menthol, the menton, the 
limonene, the citral, the citronellal, an eugenol 
acetate, etc. can be mentioned. 
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- ^ h ^ ^ ^/v, N — T 

JtStffcSiJi: ttlt N- 
:x^vu- p -y y-3)/V7fs 



[0014] 

As warm-feeling providing matter, the 
warm-feeling providing matter derived from red 
peppers, such as capsaicin analogue, such as 
"kapishikoshido", capsaicin, a capsaicinoid, 
dihydroxy capsaicin, and a capsanthin, toe 
mustard extract, toe mustard tincture, and a 
red-pepper powder, a nicotinic-acid benzyl, the 
nicotinic-acid (beta)- butoxy ethyl, N-acyl vanillyl 
amido, a nonylic-acid vanillyl amido, etc. are 
mentioned, for example. 
Moreover, as a refreshing agent, menthol 
derivative, such as an N-ethyl-p- 
menthane-carboxy amido, the p- menthane- 3, 
8-diol, 1-isopulegol, and 1-menthyl glyceryl 
ether, etc. can be mentioned. 



[0 0 15] 

V >\ V;v\f /K 1,-3- 



[0015] 

As a moisturizer, glycerol, sorbitol, 1 ,3- butylene 
glycol, a propylene glycol, etc. can be 
mentioned. 

As an emulsifier, polyoxyalkylene alkyl ether, 
such as fatty-acid soap, sorbitan fatty acid ester, 
glycerine fatty acid ester, polyoxyethylene 
sorbitan fatty acid ester, polyoxyethylene 
hydrogenated castor oil, an alkyl sulfate, N-acyl 
methyl taurine salt, an alkyl ammonium salt, 
acetic-acid betaine, polyoxyethylene alkyl ether, 
and polyoxyethylene polyoxypropylene alkyl 
ether, propylene glycol fatty acid ester, the 
vitamin derivative, a glycyrrhetic acid, 
glycyrrhetic acids, these derivative, etc. can be 
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/K #° V ir^rV^^vyffr V ir mentioned, they are a sorbitan mono-olate, the 

^V^PtVyT/i'dr/Ui-f glyceryl mono-olate, and a deca glyceryl 

ir^r-yT jv^tWT mono-olate specifically, a diglyceryl diolate, 

jv$r;v^— 7VK 7°p t°u>^ hexa glyceryl mono-laurate, a propylene-glycol 

y /iW3!J^:ji;*7VK mono-stearate, a POE-(20) sorbitan 

^ ^f^ft:, ?}) fvvy ^g?, mono-olate, a POE- (25) lauryl ether, a 

7*V ^-^u^->mRl^^tih<D POE-(60) sorbitol tetra-olate, a POE-(40) 

mmVf%?ft^f bti, M<fctf)^ mono-stearate, POE-(10) oleyl ether, a POE- 

\tV J irV—Y^ 7* (10) nonylphenyl ether, POE- (50) 

y ± V /u^e / ir V— V s Til ? hydrogenated castor oil, POE- (5) oleic amide, 

y -fe y )V^t y ir K W y ) sodium lauryl sulfate, POE- alkyl-ether sodium 

ir y /Uv^^- 1/— h , ^=^7* V sulfate, POE- alkyl-ether sodium acetate, the tri 

± ] ) /is^t / 7 <7 h , y° at 0 POE-(10) alkyl-ether phosphoric acid, a 

i/y^l)3-;K;^r7i/- stearyl-chloride trimethyl ammonium, the 

K POE (2 0) V)V\Z$V benzalkonium chloride, the lauryl 

^ey^U— K POE (2 5) y dimethylamino acetic-acid betaine, a yolk, a 

7y/V;r— x/K POE (6 0) lecithin, an imidazolinium betaine, a 

y/Hf y h x h 7 ir V— Y s P sebacic-acid diethyl, etc. can be mentioned. 
OE (4 0) 7xT U— K 
POE (10) ^W/i^— 7 
/K POE (10) /^7x 
r^/Uoi— 7- /K POE (5 0) 

mtt-ri/®^ POE (5) ir 

>mr ^k, 7 7 y /nsfcgfe 

-Ty«tMJ 7-^ POE 
A, h y POE (10) 

y/v h y y wy^x-^A, 
/i^y fvwr ^ y @^-<7^ 
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[0 0 16] [0016] 

ffiffifflb ITIi, ^Ifl?, £ As an antiseptic, they are a benzoic acid, a 

S#Bfe^" hli 1 )^, iS-fk^^if sodium benzoate, the benzalkonium chloride, a 

n r> A, f- <J fyV$t salicylic acid, methyl parahydroxybenzoate, the 

^^vifcS^IM^vK propylparaben, a sulfuric-acid oxyquinoline, 

^v^&ljityn tfUfeir cresol, sodium-citrate etc.can be mentioned. 

*c f s*c J V >\ # uy'—sis, 9 Furthermore, a liquid paraffin, a vegetable oil, 

x.yWt1~ h V $J*^fr&\fbti the lard, beef tallow, a higher alcohol, a higher 

<5 0 Hfc, C^ftifi-a fatty acid, an activator, etc. can mix the 

#h ^Jirfo^^tJl^ component suitably if needed as the organic 

tvw^ML ^ny-^y crosslinking-ized agents, such as polyvalent 

x>$f)l^ ^Jfi^fltliH* 7VW< metallic salt various as plasticizers, such as 

vy^-J— /i^flgft if<£>*£^ / M" tackifiers, such as various compounding 

-5-^ >\ ingredients, for example, the rosin type resin, a 

7 / y^it^y^VT'^^ polyterpene resin, a cumarone indene resin, 

y 7^ !i V— h % yfy petroleum type resin, and terpene phenol resin, 

? ?>t£b<D»lWM, WfotfMt a liquid polybutene, petroleum, lanolin, a liquid 

Mb LX&L* <D%r%&MMs v 5 polyisoprene, a liquid polyacrylate, and a latex, 

T^ft Kf>7°yf(Z)tl^ and a crosslinking gelatinizer, and dialdehyde 

WtM, ^%)J&ft<D ! £fe%i&ffl starch, and a stable compounding ingredient of 

t LT, S1^7 7 >f V, fit^j an active ingredient. 

<5 0 

[0017] [0017] 

-klfiLfl&tt&fflto'g.Wfc b LX As a support medium of the above-mentioned 

f&HfflfcM1$tiZRi&tiZ>3Z sticking base, the support medium usually used 

Wfotff$\,^bfri2>o ^(OWl% for a patch is used. 

WfcoMttb Ittt, S^-feA- As a raw material of such a support medium, 

p— 7s, ^L^jv^jvn—T,, -ffs there are the cellulose acetate, an ethyl 

]) oLf-uyf V— K @^ cellulose, a polyethylene terephthalate, a 

Kt^/u-I^t^/W^l'p- vinyl-acetate- vinyl-chloride- polymer, nylon, 

t^fny, oL^-vy— §fr§£ ethylene- vinyl-acetate copolymer, the 

tfrvWfefc'&flc, *fWLiktfV& plasticization PVC, a polyurethane, 
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/K tfytyufy, tfV polyethylene, polyvinylidene chloride, 

^f- W s aK V Mfc V~ y 7>, aluminum, etc. 

7Vi^ ~$J*teb*tfhZ) a ^.ti These are used as the sheet (film) of a mono 

b Ji0!l 1 fi^H CO f y— h (7>f layer, or the laminate (lamination) body of two or 

jvj*) J $>~&U_k(D%Mm (7^ more sheets. 

h) {$<t LTfflv^ti^o It is sufficient to utilize raw materials other than 

T)V * — r> J\£l£V0$t#f3Jttft aluminum also as a woven fabric or a nonwoven 

ttWtffib LTfcflJ/flbTfc <fc fabric. 
v\ 

[0 0 18] [0018] 

ffilxfifflfMRlFn — Further, for example, when using it as liquid 

H y%\M<D$.Mt LT^ffl-f -5 agents, such as salve and lotion, in addition to 

±Effisfi£#l-;tJnx., £ the above-mentioned component as desired, it 

Mb lt©i§I, can mix the solvent as a base, the oil 

a— /HK* fF-SfStt^Jfr £*3rgE component, glycols, a surface, active agent, 

-8^5 w etc., and it is as solvent specifically, as oil 

ili Lt, fiJxJizk^ J component, such as water, ethanol, propyl 

—>\>^ -fu M°;V7;v=i— /k 4 alcohol, isopropyl alcohol, acetone, and benzyl 

y^o lf^7/V3-/K T±b alcohol, for example, lanolin, hardened oil, a 

V, s<yi/;VT;V^—;V^, jft lecithin, a "purasuchipe-su", a liquid paraffin, an 

Lt, 0Ux.fi 7 / y 7> oleic acid, a stearic acid, the myristic acid, a 

SHbifi* ^>^7, 7*7^^ palmitic acid, beeswax, a paraffine wax, 

—7, jjftiJ)/^ 7 >f >\ ^- W microcrystalline wax, an adipic acid diisopropyl, 

✓'SK 7f7!Jyi, an isopropyl myristirate, a sebacic-acid 

'sWt* '^^fstSt* r^n^ isopropyl, an isopropyl palmitate, as glycols, 

^7 7'fy!7s'^7N > v^n such as squalane, a squalene, a cetanol, stearyl 

J? V V yyy? Tv/f alcohol, oleyl alcohol, hexa decyl alcohol, and a 

:/g£vM' y7°p fcVK 5: y silicone oil, for example, it is polyoxyethylene 

yy'ti \?/V s ±/<^-l^Wt alkyl ether as surface active agents, such as 

-YyypbT/K ^^^f">Wt^ glycerol and a propylene glycol, for example, 

y^nt/K ^^"777v 7^ polyoxyalkylene alkyl ether, such as 

7 1/7, ±?J— /K 7771) polyoxyethylene polyoxypropylene alkyl ether, 

tW/t'T/w^ polyoxyethylene hydrogenated castor oil, 

^^f- tf -yi/, polyoxyethylene sorbitan fatty acid ester, 

v/ynyif, t'i) polyoxyethylene glycerine fatty acid ester, 
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IT, &\x-\tJf V ± y 7°n polyoxythylene-glycol fatty acid ester, it can mix 

tVy^'Dn^f, a polyoxyethylene glycol ether, a 

30£ LT, $l;Uf* 0 y ^i/^ polyoxyethylene alkylphenyl ether, the 

fl/yT/i^^/n-T/K polyoxyethylene phytosterol, sorbitan fatty acid 

ir^r is ^f- Vl/ifs y ir$r i/^v ester, glycerine fatty acid ester, etc. 

t° l/yT^^r/^- -r/^tO/t? Moreover, in the case of a gel agent, in addition 

'J v-TVi^ U^T/W^/^ to the component of the above-mentioned liquid 

— r/K tf? y ^"^ i^fj! agent as desired, it can add gelatinizers, such 

'ftt-Wift, ^y^-^r>^^l/ as carboxy vinyl polymer and a glycerol 

yy^t^ylaii^^r/K mono-oleate, further. 

/tf y ^-^-v^rcf - y ± y y Furthermore, it can also manufacture the drug 

HJi^SI^^TVK #° y ^^v^ composition of other formulation by the usual 

f l/y^D =i— /Wjgjl^S^^f- method using the component according to the 

yv, ^°y ^-^V^^i/^^y ^ kind. 

-yn-r/i/, tf? y v/j.f- Each blending quantity of the above-mentioned 

l/>'7/i' d r^7x^7i/x-f component as desired can be made into the 

aK y ^ f ky7-f h amount of daily use in the range which does not 

Ts'fxi—jv, V $ vlfefthW. impair the effect of this invention. 

:h*tvk ^ y -ir y yjii^^^ 
^ ^ v?—. ? y 

So 

[0019] [0019] 

^3PJ30^£iJ#flj&^£fflV^T[iE When obtaining a pharmaceutical composition 

M&Uf&%Xfeik%£*HB.J& ! %) : k or a cosmetics composition using the drug 
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mtLxmm-tzm^h, n& 
t^fiirf s r i «t o tw 

/if ^Sgl&t^ft £ £±IEl§ 

#6o 



composition of this invention, the preparation 
method in particular is not limited and it can 
prepare it according to the conventional method 
of various formulation. 

For example, when using it as a sticking base, it 
kneads each said component as desired, and 
the medicine / layered silicate composite body 
of this invention, and prepares in the shape of a 
paste, it applies this to the above-mentioned 
support medium, it is obtained by coating 
facings, such as a polyethylene film, if 
necessary. 

Also when preparing as the salve or a liquid 
agent, it can manufacture by a conventional 
method, if it is the salve, it will carry out 
sequential adding of each said component as 
desired at the above-mentioned solvent, for 
example, it can prepare by carrying out a time 
mixing suitably with the medicine / layered 
silicate composite body of this invention, and if it 
is a liquid agent, it can prepare each said 
component as desired, and the medicine / 
layered silicate composite body of this invention 
sequential adding, melting, and by dispersing to 
the above-mentioned solvent, for example. 
Also when preparing a gel agent, it can 
manufacture by a conventional method, for 
example, after sequential-adding each said 
component as desired other than a gelatinizer, 
and the medicine / layered silicate composite 
body of this invention to the above-mentioned 
solvent and dissolving, it can prepare by adding 
and gelatinizing a gelatinizer. 



[0 0 2 0] 
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[ADVANTAGE OF THE INVENTION] 

Since the drug composition obtained by the 
method of this invention has the markedly good 
stability in the composition of the 
above-mentioned medicine made amorphous, 
when the drug activity of the time of 
manufacture is maintained, it applies and paints 
out this on the skin like the drug of the 
above-mentioned medicine blending of public 
knowledge, or by taking and using, the 
above-mentioned medicine is absorbed 
promptly and continuously, immediately 
effective and the drug activity excellent in the 
persistence are obtained by such outstanding 
absorption. 

Furthermore, when using as external 
preparation, there is no problem of skin irritation 
and it excels in sense of use. 



[0 0 2 1 ] 
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[EXAMPLES] 

Hereafter, the example of experiment and an 

Example are shown, it specifically 

demonstrates this invention. 

This invention is not limited to the following 

Example. 

[Experimental example 1] 
It dispersed 4g of Montmorillonite ("benkure-"- 
SL by Mizuwsawa-Chemical-lndustries 
company) in 1500g of an aqueous solution 
which had 35 mass % of ethanol, it dissolved 1g 
of Indometacin (poor-water-solubility medicine) 
after churning for 24 hours, it fully distilled the 
solvent at 40 degrees C by the rotating 
evaporator after another churning for 24 hours. 
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#T^gR I NT 2 0 0 OtC-CSJ 

LT^fc 0 ±SE«-&#1 5 0 0 
m g £ ^ ^ -y?T — "C p 

H=4.5 l:»lf:«l 0 0 

o g u 4 o 'cwtnait 

£ Oft) lil-HIMAC s 
CR18B) Iltl 6 0 0 0 r 

*tt-A# (HO thl-UV-l 
6 0) ^THy^L^ 0 

^-SL) 4 g 

3 5fC*%zM§?£l 5 0 0 g4> 

^2 4B#r^tft^> p-^y- 

#•^1*^ 1 0 g lC/iS*T»@ 

h^-O' K^^>'£o^i'£ 
#:^*7 y-wxl£lE]#rt: o -- 
ft"a yy-4500mg^ 
^ 3i y77 — "C p H =4. 

5fcW2RLfczkigi£l 0 0 0 g 



The X-ray-diffraction peak of the composite 
body of the montmorillonite and indometacin 
remained, which was measured with the 
X-ray-diffraction apparatus RINT2000 by 
Rigaku corporation, was only a peak derived 
from a montmorillonite, and it had made the 
indometacin amorphous. 
It dispersed 1500 mg of the above-mentioned 
composite bodies in 1000g of an aqueous 
solutions prepared to have pH=4.5 with the 
citric-acid buffer, it preserved in a 40-degree C 
thermostat. 

It sampled the dispersion liquid over time, it 
centrifuged at 16000 rpm with a centrifuge 
(made by Hitachi... HIMAC SCR 18B) for 1 
hour, it measured indometacin concentration of 
supernatant by (spectrophotometer made by 
Shimadzu Co., Ltd. company ... UV-160). 
[Experimental example 2] 
It disperses Montmorillonite ("benkure"- SL by 
Mizuwsawa-Chemical-lndustries company) 4g 
in the 35 mass % aqueous solution 1500g of 
ethanol, it dissolves Indometacin 1g after 
24-hour churning, it distiled after 24 more hour 
churning until the amount of residual solvent 
was set to 10g at 40 degrees C by the rotating 
evaporator. 

The X-ray-diffraction peak of the 
composite-body content slurry of the 
montmorillonite and indometacin which 
remained is only a peak derived from a 
montmorillonite, and it had formed the 
indometacin into un-quality. 
It disperses the above-mentioned 
composite-body content slurry 4500 mg in 
1000g of aqueous solutions prepared to pH=4.5 
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{£#ffc U 1 t WIW^M with the citric-acid buffer, like the experimental 

M^&^tfTsMfe t/i 0 example 1, it was time-dependent and 

measured solubility. 

[Jfc&fll 1 1 [COMPARATIVE EXAMPLE 1] 

[0 0 2 2] [0022] 

^y^V nt-f h (tK^^^X It disperses Montmorillonite ("benkure"- SL by 

H (tfc) QM^y? i/— SL) 4 Mizuwsawa-Chemical-lndustries company) 4g 

g^HUOi^y-^ (!£ in ethanol (purity of 96 mass %) 1500g of 

$9 6Si%) 1 5 0 0 g^C reagent primary, it dissolves Indometacin 

#fcU 2 4B#r H W#^, 4 s s (poor-water-solubility medicine) 1g after 

(7KitM£^^) 1 24-hour churning, it fully distiled the solvent at 

g U H\z 2 4 H#^fft^ 40 degrees C by the rotating evaporator after 24 

n — $ ]) — m/-<7f?ix— ^— more hour churning. 

f4 0°CtcT^l^+^^^* The X-ray-diffraction peak of the composite 

Lfc 0 igLfc^y^U Pt^ body of the montmorillonite and indometacin 

h 1 4 y Y * $ *yy t (D^-a f$ which remained is only a peak derived from a 

<D X/^mtfrk 0 — V (tv U montmorillonite, and it had made the 

p-j-^f hSjfccot"— ^7 (DJf-X\ indometacin amorphous. 

4 y Y^ ^ yyit^mMitLX It was time-dependent like the experimental 

Wdo 1f'nffc<^i^?J^£!iifc#!) example 1, and measured the solubility of a 

1 t mm^mtf^MM Lfc 0 composite body. 

[Jfctfc0»J 2 ] ^ffs'tt-f [Comparative Example 2] 

>y (S I GMA) 3 0 Omg It disperses crystalline indometacin (SIGMA) 

^^xy^^>y7 7- t*p 300 mg in 1000g of aqueous solutions prepared 

H=4.5 (cililt/iTK^^l 0 0 to pH=4.5 with the citric-acid buffer, like the 

0 g icftWn lx "M^M 1 t fslW. experimental example 1, it was time-dependent 

lzMM&&%kVtf'ZiMfe L/Co and measured solubility. 

[Hi£#ij3] ^9 h7^f h (7 [Experimental example 3] 

/K/v-r^ y^x b ]) — $±M, 7 It composed Hectorite (the Laporte industry 

*°t^ FXLG) 3g^7'7x company make, laponite XLG) 3g and 

3f"tf-v7 (t^MM^M^O) 1 g Bufexamac (poor-water-solubility medicine) 1g 

£ H |£ $] 1 <t |W] $| ^ -^Ht; L like the experimental example 1 . 

/io^-a #WXHlE]#Tfc 0 ~ 7 Tne X-ray-diffraction peak of a composite body 

^7 K7^f h S5&£> fc°— 7 is only a peak derived from a hectorite, and it 
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LT^7c 0 W&fcl 2 0 Omg 
& 9 yjgt/< *y 7 7 — X* p 

h=4.5 itcmmistcTkmmi o o 

(S I GMA) 3 0 Omg 
H=4.5 l^fiSibfcTK^i o 0 

0 gfc#1KU iWJl^i 



had made the bufexamac amorphous. 
It disperses 1200 mg of composite bodies in 
1000g of aqueous solutions prepared to pH=4.5 
with the citric-acid buffer, like the experimental 
example 1, it was time-dependent and 
measured solubility. 
[Comparative Example 3] 
It disperses crystalline bufexamac (SIGMA) 300 
mg in 1000g of aqueous solutions prepared to 
pH=4.5 with the citric-acid buffer, like the 
experimental example 1 , it was time-dependent 
and measured solubility. 



[0 0 2 3] 



[0023] 



i mm 

W&M 1 
MJ£ ( p 

1 2 



[TABLE 1] 

1 1 7KH^'I4^^<£> Table 1 Variation with time of solubility of 
SB^^t; poor-water-solubility medicine 

Reserve time (40 degrees C) 
( 4 0 °C) 1 hour Six months 

Experimental example 1 Solubility of an 
6*^ indometacin (ppm) 12 12 

p m) 12 



K^'»Oj§ Experimental example 2 Solubility of an 
|| (ppm) 12 indometacin (ppm) 12 12 

1 2 Comparative Example 1 Solubility of an 

JfctMWl Kp* 9 f syff)f& indometacin (ppm) 6 

M&. (ppm) 65 

5 Comparative Example 2 Solubility of an 

Jt$fc#!l2 >( y Ft #i/y<D& indometacin (ppm) 4 

(ppm) 44 
4 Experimental example 3 Solubility of a 

2Ufe0!l3 ^7x^tv^jg bufexamac (ppm) 200 200 
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MS. ( P P m) 2 0 0 

2 0 0 

ticMtffl3 ^7i^rf-7^ (D'M Comparative Example 3 Solubility of a 

|| (p pm) 100 bufexamac (ppm) 100 100 

10 0 

[0 0 2 4] [0024] 

i£ 1 (3i7^i~J: 5 f£» sl&j^-jv The indometacin amorphous . body / 

3 5MM%ykMffi.fr i bMMlsti montmorillonite composite body, and the 
-fyh7^'>y#H B B fftAy bufexamac amorphous body / hectorite 
■=£■ y n-f h^-cHfc* ^7i^f composite body prepared from the 35 mass % 
f--e^^ H B B ^f2^/^^ h7^T h aqueous solution of ethanol as shown in Table 1 
ll-p-ft^ ^^^IpffafCfW maintain solubility higher than the solubility of 
1&<D&M}££ 0 fcHv^JgfcifcSr the crystalline body of each medicine for a 
llffl±+#&WKif£i$U S*^ practically sufficient period. 

lSi^; — (Ml 9 6f Each medicine / layered silicate composite body 

4%) frbMM l^tz&MWo/M prepared from reagent primary ethanol (purity of 

&W^%t&ftt±ffl$~e&f&& 96 mass %) were time-dependent, and it 

ififeT-tZ) - t £fitf& tfco checked that solubility fell. 

[0 0 2 5] [0025] 

[HJfSflU 1 x Jfc$fc0!l 6 , 7 ] ^ [Example 1 , Comparative example 6, 7] 

2 (c^^#$c£f According to the conventional method, it mixed 

yi/3L/u* \z. J; ^l-^Hf and stirred each component shown in Table 2 

\$\sX^M$\lRX$)tW\6 , with the Henschel mixer, and prepared the 

7(Dl£#S^'J^ffMt/c 0 sticking bases for Example 1 and Comparative 

ft\ttt8tff}±.\z 1 0 0 g /m 2 Example 6 and 7. 

(eft 5 «fc 9 (c^J— Kl^^ LT, It applies each of the bases uniformly so that it 

tf? y ccf - W7<i jVJ*<nyx.— became 100 g/m2 on a nonwoven fabric, it gave 

f^&lfeU l£tt#J£®Hib the facing of a polyethylene film, it 

7t 0 Irlfitt^J v*r—*s manufactured a patch, 

y^t, 4 0 < CcotIi& ; tf t f J "C4 It carried out the sealing packaging of each 

#J3^#U (ft#&tf>#ft!;tt*ij patch, it preserved for four months in a 

}co#TIE^'&^^oTifiL4 , }f 40-degree C thermostat, according to the 

l$J££il£L-C^$3C9W$J'l4 following method, it measured the blood-level 
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GI$H4^ #*&t£) x &/*$iJ$:'I4 measurement for each patch after storage, and 

£jMLfc 0 J&^£^2Ui#!E evaluated the effectiveness (immediate action, 

-f6 0 V N T ft^. G&ftfc^f^rt^ persistence) of a medicine, and skin irritation. 

ffifiJ^tt^W U GSfflJ&fcffift It wrote its result together into Table 2. 

btfW>£>bfriti 0 tete. U It was admitted that all had the outstanding 

TtDWz&l/^^X s POEIi^ effectiveness and low irritation, and the sense of 

y jr^^^^uy&MML, P use was also excellent. 

O P \$# V t^->7"D k° W & In addition, in the following tables, POE means 

MM~fZ>o polyoxyethylene, POP means 

polyoxypropylene. 

[0 0 2 6] [0026] 

<iktip'M}g.M'HL> $ <i 7-$—% <Blood-level measurement 

Wfer7 v V (5~6i§#) 10 It used in experiment by making ten Wister male 

&h LX^^klc&Ltio rats (5 to 6 week-old) into a group. 

yyY \fMWiw\ 0 fcWlTCSrSM^ The rat shaved the back part on the experiment 

Lfco H»SB, #J^LfcSl^ previous day. 

cm<7);^££L/iI£ After sticking the patch made into the size of 5*8 

tt#J£I£o tzMs WW—^X cm on the shaved part on the experiment day, it 

SfLfc, tftN-fcififfl^ 2B# bred in the individual cage. 

r^#S.t>* 8 ^Fffi^tc 7 y h <Dsh After applying a sample, it collected the blood of 

WL&fflfc Ltz 0 LtcihWlts rat 2 hours and 8 hours afterward. 

ffifelz.$£'DXMT$Lf&fc# d h According to a conventional method, it uses the 

yjyj^-frtirfc&L* ^#>J£ collected blood in a 

^T*3l^c^4^J; <9 #M^<£> high-performance-liquid-chromatography 

sktipM^Wttil-tio UWMR analysis, it computed the blood level of each 

^ 2^W&<DftL'$ s %kM%:%rWfo medicine from the analytical curve defined 

<£^$<&ji$tt<&f!&£ U 8* beforehand. 

WM^^8^f^(D5k^M^ Let the blood level 2 hours after after sample 

&My}V>%k%)<oWi&i\&.<Dfil&k application be the medicinal immediately 

Lfco effective index of each medicine, it made the 

blood level 8 hours after after sample 
application into the medicinal sustainable index 
of each medicine. 

[0 0 2 7] [0027] 
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<BLJ8MWL&8tifk>tfc&<D W <Atest of skin irritation> 

3 s Srfflftfcifc LtCo Wifo&^-m It used the rabbit of a male in the test, 

(c, flt0$fl^ s &#?ft£iJ"3?$:. Before a specimen administration, state of 

iltRU W^^r^^y health chooses a good rabbit, it specified ten 

1 0 £: animals for the back part as a use animal after 

£ Lfco fW£ 2 . 5X2. 5 depilation by hair clipper, 

c m<D-k% £ s/ h It cuts a sample into the size of 2.5*2.5 cm, it 

^ol&^WoGfviIittU 2 4 B# sticks on the depilation back part of a rabbit, it 

lffl$H£l&ft£Bfe* bfco removed specimen 24 hours afterward. 

J&£>H^f*, ykW-teVfe^XstM After the observation of the skin reaction 

2 4 B#niJ#fc:fTofco ^JJ^tt^ removed the specimen, it performed it 24 hours 

T^-f¥iJ£g^l-$oTW ( £ afterward. 

£olj\ ^^Jftt^^ttl Lfc 0 & The evaluation computed the attachment and 

J^MM&O 4 . 0 £X±. the average value for the rating in accordance 

iC&^T^ffl^gJtT^lJfrb with the criterion shown below. 

fz D The average mark of skin irritation judged that 

sense of use was good or more in 4.0. 



[0 0 2 8] 

mfemm <sesk> 

3SC SE * 
5 

r < ii ^ fcn 

4 



[0028] 

Criterion <Rash> 
Rating 
L With no rash 
Very weak rash 



5 
4 



fc «T StE Clear rash 3 
3 Rash of the in-strength 2 

cfj ~ §g (D U. $E Very strength rash 1 

2 

& * x m & fc «c se 
i 

[0 0 2 9] [0029] 
[*2] [TABLE 2] 
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mmmi 








2.5 










2.5 










0.5 




0.5 


0.5 


0.5 


POE(25)7WJU-7»' 


1 


1 


1 




4 


4 


4 




1.5 


1.5 


1.5 




4 


4 


4 


warn-* ■ 


1 


1 


1 




15 


15 


15 




5 


5 


5 




0.5 


0.5 


0.5 




1 


1 


1 




0.025 


0.025 


fk not 

0.025 




K'm 


iv m 






100 


100 


100 


D H 


4.5 


4.5 


4.5 


2 #|»&©Jfil+iftft<Aig/nil) 


15.5 


9.3 


5.9 




29.4 


19.7 


11.8 


Aumm 


4.9 


4.9 


4.0 



m: Table 

^.{4: Unit 

ff *%: Mass % 

HJtS#lJ: Example 

Jttfc0!l: Comparative Example 

M flk M 1 <D 4 y F * is y I * y * V n 1- 4 h I^ft: 
Indometacin/montmorillonite composite body in experimental example 1 

Jt ifc $l 1 ©^yK^^^y/^v^iiDt^ H^ft: 

Indometacin/montmorillonite composite body in Comparative Example 1 

£fc tfc ffl (O & BH tt 4 y K > ? yy. Crystalline indometacin in Comparative 
Example 

M V /U: l-menthol 

POE(25)7 *7 V /V^—t-jV; POE- (25) lauryl ether 
tf? V 7 # V ;y&\ Polyacrylic acid 
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V T ? V jv&t h V $ A: Sodium polyacrylate 
1j ;vi$3?i/t ^-;v J E;vx2—^'j- V V V A: Sodium carboxymethylcellulose 

\fzz.>VT )V^—)V; Polyvinyl alcohol 
9 V ir V y. Glycerol 
y/wtf b—M Sorbitol 
^it"f-^ y. Titanium oxide 
t v i/fb: Castor oil 

rc^-i^^i/T 5; El 1ft St i~ h y £ -k : Ethylene-diamine-tetra-acetic acid 
disodium salt 
mM?K: Purified water 
\ Balance 
Total 

2 B^TO^Jk^H^: Blood-level after 2 hours 
8 R#M&©]iiL'f , flU£: Blood-level after 8 hours 
JfcjRfflWLfe: Skin irritation 



[0 0 3 0] [0030] 

[H»!l2~5] ms^Tjk-r^- [Example 2-5] 

f&ft%MM$\ 1 i: WlWz. LTIfi It manufactured the patch for each component 

#3WSr®ijityto ^-f*vt>> H shown in Table 3 like Example 1. 

JfS0il 1 £ |W]^O^tt^^*^]'t4, All have the outstanding effectiveness similar to 

(£jfeJ9M4£r^rU M^fSft Example 1, and low irritation, it was admitted 

Z>Z bftW£>btitz. 0 E that sense of use was also excellent. 

^£JltfcJi6£&£> : II'n'#te* H In addition, it adjusted the composite body of a 

Wlffl 1 irlUm^PHELfeo medicine and a layered silicate like the 

experimental example 1 . 

[m 3 ] [TABLE 3] 
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XHOIVISOIM 

* 



3SJO j- 




m 







2 


3 


4 


5 




2.5 












2.5 












2.5 




7*7i*W/'tfr7fr8l&tt 








1 




0.5 


1 


0.5 


0.5 










2 




2 












1.5 






* ^uvur naw** 03* -Mio) 






1 




POE(20)POP(4)tfdI-7)l' 








1.5 




4 


4 


4 


4 




1.5 


1.5 


1.5 


1.5 




4 


4 


4 


4 






1 


1 


1 








5 


5 




15 


15 


15 


15 




2.5 


5 


2.5 


5 




0.5 


0.5 


0.5 


0.5 | 








0.1 






1 


0.05 




1 




0.05 


0.025 


1 ft ft9 r > 


0.05 




0.025 






0.025 






1 


1.5 • 




mm. 


)\'7'A \ K'TA 




rm 


t%ft(SSM%) 


100 


100 


100 


100 


pH 


4.5 


3.5 


4.6 


4.5 



$t: Table 
mt: Unit 
Jt*%: Mass % 
MMfit Example 

7 tf 7° d 7 x y/^y^ y o b ffc: Flurbiprofen/Montmorillonite 
composite body 

7 x.;v\f-j-^ 17^^-— 7y^r4 hH-cHfc Felbinac/stevensite composite body 
9 J9 oyit^/t^t'f hit -af£: Diclofenac/saponite composite body 
~f7 x. %r J j~?7l^-'7 b 7 4 b&'a ft: Bufexamac/hectorite composite body 
M y b— /W: l-menthol 
^7 p $ % by: Crotamiton 
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zK !i y/w<— h 80: Polysorbate 80 

POE(60)5j|{b t POE(60) Hydrogenated castor oil 

^;7^!J V&tf V 3^3-uyjf ]) dt—M Monolaurin acid polyethyleneglycol 

POE(20)POP(4)-fef-/u^— fvu: POE(20)POP(4) cetyl ether 

7$})T? y Polyacrylic acid 

tfVT? V )\sWcf h y £ A: Sodium polyacrylate 

#^/}^ f/i/t/un~7t K y Sodium carboxymethylcellulose 
/KU t^/i^T/w^— /i^: Polyvinyl alcohol 

Polyethyleneglycol 

y -fer y y: Glycerol 
y/wtr h— /U: Sorbitol 
W\\^f$ Titanium oxide 
tsir^) y. Kaolin 
t: T-y /ft: Castor oil 

y^-r V i/ 9 J* : Silicic-acid magnesium aluminate 
xf l/y^T; ^ E ilft S£ "t* h y 7 -£> : Ethylene-diamine-tetra-acetic acid 
disodium salt 

T/v^^ryj^^y V : Aluminum glycinate 

JtWMtK: Purified water 



/<y I/?,; Balance 

a p1 



Total 



[0 0 3 1 ] [0031] 

IMMW 6 ~ 1 0 ] ^ 4 fc^-f [Example 6-1 0] 
#$c^£fflV N T, Sfe^titV^ According to the conventional method, it 
y — i*#J£plMb/c: 0 v^-fHtx prepared the cream agent using each 
MMffil 1 <t 1^1111 tfMJSti/i^^) component shown in Table 4. 

iS^Mtt^r^" f$JMt> All have the outstanding effectiveness similar to 
%fc&Z.b1)%%.&>hfotz. 0 t£$o, Example 1, and low irritation, it was admitted 
Wfo t §?$SI£:i[<o$i-^£M3: N that sense of use was also excellent. 

: MyK$E$£WL<Difc£k?\-lit, In addition, it adjusted the composite body of a 
Hi£#iJl <!r|W]$|(v:pj!|Lfco medicine and a layered silicate similar to the 

experimental example 1 except for the ratio of 
(medicine:layered silicate). 
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[£4] [TABLE 4] 



*4 










gff- « 0/ 










6 


7 


8 


9 


1 0 




0.6 














2.2 














2.7 














3.5 














5 




1 


1 


1 


0.5 


0.5 


POE(20)tf)H-Tft 


2 


2 


2 


2 


2 




1 


1 


1 


1 


1 




5 


5 


5 


5 


5 




5 


5 


5 


i) 


5 




3 


3 


3 


3 


3 




6 


6 


6 


6 


6 




0.2 


0.2 


0.2 


0.2 


0.2 


$ o, Jlfl/>rW-JK200) 


2 




2 








0.5 


0.5 


0.5 


0.5 


0.5 




0.2 


0.2 


0.2 


0.2 


0.2 




0.1 


0.1 


0.1 


0.1 


0.1 












100 


1 ioo 


| 100 


100 


100 



$t\ Table 
ltMffi: Unit 
ff *%: Mass % 
mS^: Example 

O ^ v'y/'E-y* !i & i~4 h H ^ ft : Indometacin/montmorillonite 
composite body 

7/u^t'7 p n 7 i y/7f -7>t^f h 1f -a- ft : Flurbiprofen/stevensite 
composite body 

7 i/u l-y-tf-j-yi Ml-^-ft: Felbinac/saponite composite body 

y{ -f-fu y x. vl^-t h y 4 hlf-a ft: Ibuprofen/hectorite composite body 

y7i^t-7^/A^ hy-f hit-aft: Bufexamac/hectorite composite body 
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M y h— M l-menthol 

POE(20)i??v^— 7V^: POE(20) Cetyl ether 
€-/ 777 y V±V y. Glyceryl monostearate 

^Wis^y y -i y. Liquid paraffin 
± $ J —M Cetanol 

mffite h V ? V ir V K: Fatty acid triglyceride 

9 y ± V Glycerol 

Mx^y — )VT ^ Triethanolamine 

tf?ij:xf-!/y^y=: — Polyethyleneglycol 

/K y T ^ y Polyacrylic acid 

3^ y-y- Xanthan gum 

' io jVifs^ri/ ^ =f-jv±jva— Ts-f \ y $J*: Sodium carboxymethylcellulose 
)Nr Mzk: Purified water 
Balance 

£th Total 
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